UPDATE

Mationzl Carcer Institute’Office of Cancer Communications July 13853

Parricia Newmen

(301 496=664]
MEUTRALIZING ANTLECDY TO HTLV-ILI1 YLIRUS

Scientlists ac the YNational Capncer Iegtituce and 5t the Chester Beatey
Laborataries in Loadon have detected a neutralizing antibody in some people
who have been axposed to the wirus cha:t cawses ATIDS.

Althomgh the mimher of peopla tested so far i small, the antibody lawvals
in blood samples of patierts appear to decrease with increasing severity of
lmmune system Lopalcmencs The findings suggest chat the ancibodies may be
protect ive.

"Enowing the antibody exists showa that our bodies are able to respond
immunologically to the HTLV-III wires, which causes AIDS, in 8 way chac may
leai to naw preventiom and trestment approaches,” sald Dr. Mardaris Hohert=
Guroff, Ph.D., who coauthored a report on the new findings with Monica Brown,
He5:y amd Robert G« Gallo, MaDs,; of the HCI Laburatocy of Tunor Cell Blology.
"We can now study whether the antlbody levels are raturally high emough in
gome peopla to provide procection from AIDS."

The research s published 1o the July 4, L1985, [ssue of the sciencific
journal Nature.

The selentists developed s laboratory test to detect the antibodv, They
will uze tha beat to analyze posslble vaccine preparacicns being developedl
dgainac the virus.

"4 key question now [3 whether the antibody iz able £ pewutrzlize che
iafectivity of all isolates of th? BILVY-ILILI wirus, the cause of AIDE, eguallw

well," saild Dr. Robert=Gucoff.
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Carcinogensesia medified the cechnizue for research with bumarn zpichelial
cells.

In Dr. Gallo’s labaratcry, one af the Firsc to use the procedure with
white bleod ceils, the aciertiats firet lnserted a complebe DEA copy of che
genecic Lofurwacfun Lo che ETLY-IIT vleus inte a plascid, which was put i:ﬁa Y
bacterivm. The bacterium was thew fused ta normal husan T cells geown in
ciseve cultura.

"Uging this techonigue, about 70 to 90 percent of white hleod cells cake
ap forelgn DNA. However, ounly about one Lo 1,000=I0,000 retain it,™ said lead
aubhcl Pr. Amancda Fisber, a post=doctoral Eellow from Great Britaln who has
been working with Dr. Wong—Staal and Dr, Gallo since 1983,

"We were able to show thac, after cransfectivn, che ovunbe: of T-pells
expresalng virus Increases Trom less chan J.1 to 13 percent within L3 days.
We tten wverified that the ORA in the vitus particles was the zame as the DNA
we transfected into Ehe T-cells.

"The prtocedure demands extremely careful and precize labaratery cech-
nigues,” cautioned Dr. Fishers. "Very few lzborscories heve repoarted the
abilicy b doe Lt svocessfully with human white blood cells."

When the NCL scientiscs then examived the cells for biochemical evidence
Chat che HTLV=III virus was actively growing in the culterea, they found the
viral enzyme (reverse transcriptase) and wiral structural proteins in additiom
ta che geneclc information of Lhe wlrus. Undar the elsctron microscope, they
were shble to see complete virus perticles.

By 3l days alter Lransleclion, the scliemtists could ne longer detecc che
HTLV-1IT wvwirus, amd the nusbsr of T-cells In the celtweres were preatly reduced.

The sclentlsts now will be able te pinpoint the precise part of tha virel

genetic information that 1a responaible for che abllicy cf the witus to kill
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% celis. They are alao stidying how the virus canses destruction ol the
gatire population of normal T4 cells in the laborartary cultures, even though
ooly a small proporcion of che cells in the experimencs showed evidence o:
biologically actlve HILV=ITL virws affer cransfecclon.

Becenecly, De. Woag—5taal and othee scientists im Br. Galle's laboracory
reported on related researcn to examine how the HTLV-LII virus works inside
human cells. In particwalar, they are interested in dstermining whether The
wlitus acca by regulating the expressiocn of specific cellular genes.

Thza tvpe of genstic repulatior was pPoposed 1n 1934 by Ir. William

Haselline wmd powstbhers at the Harvard Medical 3School bo explain the ability

of the HTLYV-I and [I viruses, known human cancer virwses, Lo cause cancer-like

changes in lsboratery culturses of human cells.
In two papers published En the Jupe 28 issue of the sclercific Jowrnal

Grience, groups of sclenflscs at the HNational Cancar Insticute, led by Dr.

Wong—5tesal, and at Harvard Medlcal School, Led by Or, Haselcire (in colladora=

tion with Dr. Wong=Staal), reported discovery of & praviously unident {fled

gsne 1o the HILV-ILI viruse. The reports saild Ehe gene may be cootrolling the

rate at whick human cells make the ETLE-III virus. The more virus en infectod

cel! makes, the more rapidly the wirue can spresd to other caells.

The stevcture of the predicted protein made br this tiny geme 1s consisf-

ant with chat of pcher nuclear proteins that bind to ouclear ThA, and posaibly

to genes Chat regulate cellulsr prowth functlons.
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